In the Claims: 

This listing of Claims will replace all prior versions, and listings, of Claims in the 
application. 

1 . (Currently Amended) A compound of the formula (I) 



each R A and R B is independently selected from the group consisting of hydrogen 
and Ci- 4 alkyl; 

each R° and R D is independently selected from the group consisting of hydrogen, 
hydroxy, carboxy, Ci^alkyl, Ci_ 4 alkoxy, nitro, cyano, N(R E ) 2 , aryl, arCi^alkyl, heteroaryl 
or heterocycloalkyl; wherein the aryl, arCi^alkyl, heteroaryl or heterocycloalkyl 
substituent is optionally substituted with one or more substituents independently 
selected from hydroxy, carboxy, Ci^alkyl, d^alkoxy, nitro, cyano or N(R E ) 2 ; 

each R E is independently selected from the group consisting of hydrogen and Ci. 

4 alkyl; 



/ 




wherein 




R A OH 

•I CD 
— C— C— (CR C R D ) 1 . 3 X 

R B R A 



and 
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X is o ol octod from tho group consist i ng of -N R 1 R 2 , C(O) NR^ R-V-NR- 4 C(O) R 2 — 
OR^ r -SR^ 7 -SQR 4 7 -SQ 2 R 4 T -S-{G ^alky l ) NR ^VS-^ alky l ) C(0)0 C(CH 3 ) 37 -SQ-(G4- 
4 atkyl)-NR 4 R 2 and - SOHC^ al ky l ) NR 4 R 2 ; wher e in the a l kyl port i on of tho S (C^ alkylf 
f4R*R 2 _-SQ-(G4-4 a l ky l ) NR 4 R 2 o r - S0 3 - (C 4^a*kyl)-NR 4 R 2 group is optiona ll y substituted 
w i th on e or mor e subst i tu e nts i nd e p e nd e nt l y s ele ct e d from oarboxy, hydroxy, 
hydroxyC^alkyl, C^alkyl, C 4 - 4 a l koxycarbony l or CONR 4 R a ; 

each R 1 and R 2 is independently selected from the group consisting of hydrogen, 
Ci. 8 alkyl, d-salkoxy, Ci. 8 alkoxycarbonyl, cycloalkyl, cycloalkyl-Ci. 4 alkyl, partially 
unsaturated carbocylyl, partially unsaturated carbocyclyl-Ci. 4 alkyl, aryl, arCi^alkyl, arCi. 
4 alkoxy, hotoroary l , hotoroary l C^a l kyl, hotorocyc l oa l kyl, hotorooyo l oa l kyl C^alkyl, - 
C(0)-Ci^alkyl, -C(0)-aryl, -C(0)-arCMalkyl, C(O) h e t e roary l , C(O) hotorocyc l oa l ky l , - 
C(0)0-cycloalkyl and -C(0)0-aryl, -C(0)0-arC1-4alkyl T _and -C(0)0-(partially 
unsaturated carbocyclyl) , C(0)0 hotoroaryl, C(0)0 hotorocyc l oa l kyl ; wherein the Ci. 
8 alkyl, cycloalkyl, partially unsaturated carbocyclyl, aryh-gr arCi^alkyl , hotoroaryl or 
h e t e rocyc l oa l ky l group, whether alone or part of a substituent group, is optionally 
substituted with one or more substituents independently selected from halogen, 
hydroxy, carboxy, Chalky!, Ci^alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano, - 
C(0)-Ci. 4 alkyl, C^alkoxycarbonyl, N(R E ) 2 , N(R E ) 2 -Ci^alkyl, N(R E )-C(0)C(CH 3 ) 3 , -Ci- 
4 alkyl-N(R E )-C(0)0-Ci. 4 alkyl and -N(R E )-C(0)0-C^alkyl, aryl, aryloxy, cycloalkyl, 
heteroaryl, aryl substituted heteroarylaminosulfonyl or d-ealkylthio; 

a l tornativo l y whon R 4 and R 2 aro both bound to th e sam e n i trogon atom, R 4 and R 2 
aro takon together w i th th e n i trogen atom to which thoy aro bound to form a hotoroary l or 
h e t e rocyc l oa l kyl group; wh e r e in th e h e t e roaryl or h e t e rocyc l oa l ky l group is optiona ll y 
substitut e d with on e or mor e substitu e nts i nd e p e nd e nt l y s ele ct e d from ha l ogen, hydroxy, 
carboxy, C 4 - 4 al ky l , hydroxy subst i tut e d C^ al ky l , C4 ^ a l koxy, C^alkoxycarbonyl, 
trifluoromothyl, tr i fluorom e thoxy, n i tro, cyano, N(R E j a, ary l , arCi ^ alkyl, h e teroary l , 
h o t o rocyc l oa l ky l , dKC^a l ky l amino carbonyl, C ^ a l koxycarbony l M(R e ) or arylamino C 4- 
4 a lky l ; wh e r o in th o ary l , a rt^a l kyl, h e t e roaryl or hotorocycloalky l substituont is opt i onal l y 
furth e r subst i tuted w i th ono or moro substituents indopondent l y s el ect e d from ha l ogen, 
hydroxy, ca r boxy, C 4^ alkyl, C^alkoxy, tr i fluorom o thy l , tr i f l uoromethoxy, n i tro, cyano, 
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M$R %, pheny l or subst i tuted pheny l ; wh e r e in tho substituents on tho pheny l arc ono or 
more i nd e p e nd e nt l y so l octod from ha l ogen, hydroxy, carboxy, C^a l ky l , C^alkoxy, 
tr i fluorom o thyl, tr i fluoromothoxy, nitro, cyano or N(R E )& 

R 3 is s ele ct e d from th e group consist i ng of aiylr-afG ^a l ky l and h e t e roary l; 
wherein the arylr-afG^ a l kyl or het e roary l group is optionally substituted with one or 
more substituents independently selected from halogen, hydroxy, carboxy, Ci^alkyl, Ci_ 
4 alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano or N(R E ) 2 ; 

n is an integer from 0 to 2; 

R 4 is selected from the group consisting of hydroxy, Ci^alkyl and hydroxy 
substituted d- 4 alkyl; 

m is an integer from 0 to 1 ; 

L 1 is selected from the group consisting of Ci_6alkyl and C 3 - 6 alkenyl; wherein the 
double bond of the C 3 - 6 alkenyl group is at least one carbon atom removed from the 
attachment point to the N atom; and wherein the Ci_ 6 alkyl or C 3 -ealkenyl group is 
optionally substituted with one to two substituents independently selected from hydroxy, 
fluoro, Ci_ 6 alkyl, fluorinated Chalky! or Ci_ 6 alkoxy; 

% * ~ 

is selected from the group consisting of cycloalkyl, part i a ll y unsaturated 
carbocvclvl. arvl. hetoroarv l and hoterocvc l oa l kvl phenyl, naphthvl and acenaphthvl ; 
p is an integer from 0 to 5; 

R 5 is selected from the group consisting of hydroxy, carboxy, halogen, Ci^alkyl, 
hydroxy substituted Ci- 6 alkyl, Ci- 6 alkoxy, nitro, cyano, NR 1 R 2 , trifluoromethyl, . 
trifluoromethoxy, Ci^alkoxycarbonyl, -SO-NR 1 R 2 , -S0 2 -NR 1 R 2 and -C(0)-NR 1 R 2 ; 

q is an integer from 0 to 1 ; 

R 6 is selected from the group consisting of -(L 2 ) 0 -rR 7 ; 

L 2 is selected from the group consisting of -Ci. 6 alkyl-, -C 2 -4alkenyl-, -C 2 - 6 alkynyl-, 
-0-, -S-, -NH-, -N(C^alkyl)-, -Ci. 6 alkyl-0-, -Ci. 6 alkyl-S-, -0-Ci_ 6 alkyl-, -S-Ci. 6 alkyl-, -O- 
C 2 . 6 alkyl-0-, -S-C 2 . 6 alkyl-S-, -S0 2 -, -S0 2 NH-, -S0 2 N(Ci-4alkyl)-, -NH-S0 2 -, -N(C^alkyl)- 
S0 2 -, -C(0)-0- and -O-C(O)-; 



5 



R 7 is selected from the group consisting of aryl, partially unsaturated carbocyclyl, 
cycloalkyl, heteroaryl and heterocycloalkyl; wherein the aryl, partially unsaturated 
carbocyclyl, cycloalkyl, heteroaryl or heterocycloalkyl group is optionally substituted with 
one or more substituents independently selected from hydroxy, carboxy, halogen, C-|. 
6 alkyl, Ci. 6 alkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy, Ci. 
4 alkoxycarbonyl, -S0 2 -N(R E ) 2 and -C(0)-N(R E ) 2 ; . 

or a pharmaceutical^ acceptable salt thereof. 



(Currently Amended) A compound as in Claim 1 wherein 



OH R A 



-|-(CR C R D ) M — C-C-X 

A B 

R° is selected from the group consisting of R R and 

R A OH 

£ 1 1 CD 
-\ — C— C— (CR C R D ) 1 . 3 X 

R B R A 

each R c and R D is independently selected from hydrogen, Ci-4alkyl, Ci^alkoxy, 
hydroxy, carboxy or aryl; wherein the aryl is optionally substituted with one to two 
substituents independently selected from hydroxy, carboxy, Ci^alkyl, Ci^alkoxy, nitro, 
cyano or N(R E )2; 

X is select e d from tho group consisting of -NR 1 R 2 , C(O) NR 4 RV-NR 4 C(0) - R a r- 
QrV-SR 4 , SO R 4 7-SQg-R 4 , S (Cha l ky I ) NR 4 R 2 , S (C^alkyl) NR^ C(Q)OC(CH ^ 
SO - (C 4^ alkyl> NR 4 R 2 and S0 2 (C ^ a l kyl) NR 4 R 2 ; wherein th e a l ky l portion of tho S 
(G^ a l ky l ) NR 4 R 2 , SCHC ^ alky l ) NR 4 R 2 or S0 2 (C ^ alky l ) NR 4 R 2 group is opt i onal l y 
subst i tut e d w i th on o to two subst i tu e nts i ndopondont l y soloctod from C^ alky^ 
hydroxyC ^ a l kyl, C ^ a l koxycarbony l or carboxy ; 

R 1 is selected from the group consisting of hydrogen, d^alkyl, Ci^alkoxy, Ci_ 
4 alkoxycarbonyl, aryl, arCi^alkyl, arCi^alkyloxy, hotoroaryl, hotoroary l alky l , 
hotorocycloalkyl, h e t o rocyc l oalky l alkyl, cvcloalkvl-alkvl T and C(0)-Ci. 4 alkyl- 
h e t e roary l; 
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wherein the Ci^alkyl, aryl, arCi. 4 alkyl , hotoroaryl, hotorocycloalky l or cycloalkyl 
group, whether alone or part of a substituent group, is optionally substituted with one to 
three substituents independently selected from halogen, hydroxy, carboxy, Ci. 4 alkyl, Ci. 
4 alkoxy, C^alkoxycarbonyl, N(R E ) 2 , N(R E ) 2 -Ci^alkyl, N(R E )-C(0)OC(CH 3 ) 3 , nitro, 
trifluoromethyl, trifluoromethoxy, phenyl, phenoxy, heteroaryl, cycloalkyl, 1-phenyl- 
pyrazol-2-yl-aminosulfonyl or Ci^alkylthio; 

R 2 is selected from the group consisting of hydrogen, Ci^alkyl, Ci^alkoxy, 
cycloalkyl, cycloalkyl-Ci^alkyl, aryl, arC^alkyl, arCi-4alkyloxy, partially unsaturated 
carbocyclyl, partically unsaturated carbocyclyl-Ci^alkyl, hotoroary l , h e t e roaryl - C^ aJkylT 
hotorocyc l oalky l , hotorocycloalkyl C 4 ^a4ky4 7 -C(0)-Ci. 4 alkyl, -C(0)-aryl, -C(0)-arCi. 
4 alkyl, C(O) hotoroary l , C(O) hotorocycloalky l , -C(0)0-cycloalkyl and -C(00)-Ci. 
4 alkyl; 

wherein the Ci^alkyl, aryl, arCi^alkyl, partially unsaturated carbocyclyl 7 
h o toroary l , hotorocyc l oa l kyl or cycloalkyl group, whether alone or part of a substituent 
group, is optionally substituted with one to three substituents independently selected 
from halogen, hydroxy, carboxy, C^alkyl, d. 4 alkoxy, Ci^alkoxycarbonyl, N(R E ) 2 , 
NfR'VC^alkyl, (CH 3 ) 3 COC(0)-N(R E )-C 1 ^-alkyl, nitro, cyano, trifluoromethyl, 
trifluoromethoxy, phenyl, phenoxy, heteroaryl, cycloalkyl, 1 -phenyl substituted 
heteroaryl-aminosulfonyl, -C(0)-Ci^alkyl or d^alkylthio; 

a l tornatively wh e n R* and R 2 aro both bound to tho sam o nitrogon atom, R^and 
R 2 aro takon togothor with th e nitrogon atom to which thoy ar e bound to form a 
h e t e roaryl or h e t e rocyc l oalky l group; 

whoro i n tho het e roary l or hotorocyc l oalky l i s opt i ona ll y subst i tuted w i th one to 
thr e e subst i tu e nts i ndopondont l y so l oct e d from halogon, hydroxy, carboxy, C^ aJkytr 
hydroxy subst i tuted C 4 - 4 a4ky4 T -G 4 -4 alkoxy, C 4 - 4 a l koxycarbonyl, tr i fluoromethy l , 
tr i fluoromethoxy, n i tro, cyano, N(R e ) a, pheny l , arC^a l kyl, hot o rocycloa l kyl, d i (C4 - 
4 a l ky l )amino carbony l , C^a l koxycarbony l am i no or phony l amino C 4 - 4 a4kyli 

whoroin tho phony l or arC^a l kyl subst i tuent on tho hotoroary l or h e terocyc l oalky l 
group is opt i ona l ly substitut e d w i th ono or two subst i tu e nts i ndepond o nt l y so lo cted from 
halogon, hydroxy, carboxy, C 4 - 4 alky l , C 4 - 4 alkoxy, tr i fluoromothy l , tr i fluoromothoxy, nitro, 
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oyano, N(R 6 fe or subst i tuted pheny l ; wh e r ei n the substituonto on tho phony l aro ono to 
throo i ndopondont l y soloctod from ha l ogon; 

R 3 is co l octod from the group consist i ng of aryl and arC ^aJkyl; wherein the aryl 
or arC^a l ky l group is optionally substituted with one to three substituents independently 
selected from halogen, hydroxy, carboxy, Ci^alkyl, C^alkoxy, trifluoromethyl, 
trifluoromethoxy, nitro, cyano or N(R E ) 2 ; 

n is an integer from 0 to 1 ; 

L 1 is Ci^alkyl; wherein the Ci^alkyl group is optionally substituted with one to two 
substituents independently selected from hydroxy, fluoro, Ci. 4 alkyl, fluorinated Ci^alkyl 
or C^alkoxy; 

R 5 is selected from the group consisting of hydroxy, carboxy, halogen, CiwjalkyI, 
Ci- 4 alkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy, Ci^alkoxycarbonyl, - 
SO- N(R E ) 2 , -S0 2 - N(R E ) 2 and -C(O)- N(R E ) 2 ; 

L 2 is selected from the group consisting of -Ci^alkyl-, -0-, -S-, -N(R E )-, -C(0)0- 
and -O-C(O)-; 

R 7 is selected from the group consisting of cycloalkyl, aryl, heteroaryl and 
heterocycloalkyl; wherein the aryl, heteroaryl or heterocycloalkyl group is optionally 
substituted with one to two substituents independently selected from hydroxy, carboxy, 
halogen, Ci^alkyl, C^alkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy or 
Ci^alkoxycarbonyl; 

or a pharmaceutically acceptable salt thereof. 

3. (Currently Amended) A compound as in Claim 2 wherein 

OH R A 

i CD 11 

(CR C R D ) 1 . 3 — C— C— X 

I A I Q 

R° is selected from the group consisting of R R and 

R A OH 

<? 1 1 CD 

-> — C— C— (CR C R D ) 1 . 3 X 

> I I 

R B R A 

each R A , R B , R c and R D is hydrogen; 
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X is oo lo ctod from tho group cons i st i ng of -N R 1 rV-QRV-SR 4 , S (C^a l kyl) 
NR 4 R 2 and S (C^a l ky l ) NR 4 C(0)0 C(CH 3 ) 3 ; whoro i n tho a l ky l port i on of tho S (Ca . 
4 alkyl) - NR 4 R 2 or S (C^a l ky l ) MR 4 C(0)0 C(CH 3 ) 3 group i s optiona ll y substitutod w i th a 
carboxy or C 4 - 4 a l koxyoarbony l group ; 

R 1 is selected from the group consisting of hydrogen, Ci^alkyl, Ci. 
4 alkoxycarbonyl, arC^alkyl and C(0)-Ci^alkyl; 

wherein the Ci^alkyl or aryl group, whether alone or part of a substituent group, 
is optionally substituted with one to two substituents independently selected from 
carboxy, Ci^alkyl, C^alkoxy, C^alkoxycarbonyl, N(R E ) 2 or N(R E )-C(0)OC(CH 3 ) 3 ; 

R 2 is selected from the group consisting of hydrogen, Ci^alkyl, Ci^alkoxy, 
cycloalkyl, aryl, arCi^alkyl, arCi. 4 alkyloxy, partially unsaturated carbocyclyl, partially 
unsaturated carbocyclyl-Ci^alkyl, hoteroary l , hotoroary l C^alky l , hotoroGyc l oa l ky l , 
h e t e rocyc l oa l ky l- C^ atkylT cycloalkyl-Ci-4alkyl, -C(0)arCi^alkyl, C(Q) het e roary l , - 
C(00)-cycloalkyl and -C(0)0-Ci^alkyl; 

wherein the Ci^alkyl, aryl, arCi^alkyl, partially unsaturated carbocyclyl 7 
hotoroaryl, hotorocycloa l ky l or cycloalkyl group, whether alone or part of a substituent 
group, is optionally substituted with one to three substituents independently selected 
from halogen, hydroxy, carboxy, Ci^alkyl, Ci^alkoxy, Ci^alkoxycarbonyl, N(R E ) 2 , 
N(R E )2-Ci. 4 alkyl, (CH 3 ) 3 CO-C(0)-N(R E )-Ci^,alkyl, nitro, trifluoromethyl, trifluoromethoxy, 
phenyl, phenoxy, heteroaryl, cycloalkyl, 1-phenyl-pyrazol-2-yl-aminosulfonyl or Ci- 
4 alkylthio; 

altornativo l y whon R 4 and R 2 aro both bound to tho samo n i trogon atom, R 4 -afte* 
R 2 are taken together w i th tho n i trogen atom to wh i ch they are bound to form a group 
s ele ct e d from h e t e rooycloa l ky l and h e t e roary l ; 

wh e r ei n th e h e t e ro a ry l or h e t e rocycloa l ky l is optional l y subst i tut e d w i th on e or 
moro subst i tuents i nd o p o nd o ntly soloctod from hydroxy, carboxy, C4^a l ky l , hydroxy 
subst i tutod C^a l ky l , C 4 - 4 a l koxy, pheny l , arC 4 - 4 a l kyl, hotorocyc l oa l ky l , C4 - 
4 alkoxycarbony l , amino, C^a l kylamino, d i (C 4 - 4 a l ky l )am i no, d i (C 4 - 4 a l ky l )am i no carbony l , 
t - butoxycarbony l amino or ph e ny l am i no - C 4- 4 a l ky l ; 



9 



whoro i n tho pheny l or arC^alky l subst i tuont ic optiona ll y subst i tuted w i th ono or 
two subst i tuonts indopondont l y sel e cted from chloro, tr i fluoromothyl or oh l oroph e ny l ; 

R 3 is aryl; wherein the aryl group is optionally substituted with one or more 
substituents independently selected from halogen; 

n is 0; 

L 1 is C^alkyl; 

R 5 is selected from the group consisting of halogen, Ci^alkyl and trifluoromethyl; 
R 6 is -(L 2 ) 0 -R 7 ; 

R 7 is selected from the group consisting of aryl and heteroaryl; 
or a pharmaceutically acceptable salt thereof. 

4. (Currently Amended) A compound as in Claim 3 wherein 

R° is selected from the group consisting of -CH 2 -CH(OH)-CH 2 -X and -CH 2 -CH 2 - 
CH(OH)-CH 2 -X; 

X is so l octod from tho group consisting of -NR 1 rV-QRVSR 4 , S ChbCI-KCOg H} 
NH C(O) CH 3 and S CH 2 CH(C0 2 H) NH C(0)0)C(CH 3 ) 3 ; 

R 1 is selected from the group consisting of hydrogen, methyl, ethyl, n-propyl, n- 
butyl, t-butyl, amino-n-propyl, dimethylaminoethyl, benzyl, phenylethyl, 4-methyl-benzyl, 



phenyl, ethoxy-carbonyl-methyl, 2-amino-2-methoxycarbonyl-ethyl, t-butoxycarbonyl 



R 2 is selected from the group consisting of hydrogen, methyl, methoxy, ethyl, 
carboxy-methyl, ethoxycarbonylmethyl, 2,2,2,-triluoroethyl, ethoxy, dimethylaminoethyl, 
t-butoxycarbonylamino-ethyl, n-butyl, t-butyl, n-propyl, 3-hydroxy-n-propyl, 3-methoxy-n- 




, 2-(3,4-dimethoxy-phenyl)ethyl, 3-methyl- 
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propyl, methylamino-n-propyl, dimethylamino-n-propyl, di(n-butyl)amino-n-propyl, t- 
butoxycarbonylamino-n-propyl, 3-phenyl-n-propyl, 3-(2-pyridyl)-n-propyl, t- 
butoxycarbonyl, cyclopropyl, phenyl, 4-fluorophenyl, 4-methylphenyl, 3,4- 
dimethoxyphenyl, 2-aminophenyl, 4-biphenyl, 2-ethoxyphenyl, 4-((1-phenyl-pyrazol-2- 
yl)-aminosulfonyl)-phenyl, 4-cyclohexylphenyl, 4-(aminoethyl)phenyl, 4-(t- 
butoxycarbonylamino-ethyl)-phenyl, -CH(CH 3 )-phenyl, benzyl, benzyloxy, 2- 
methylbenzyl, 3-methyl benzyl, 4-methylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4- 
methoxybenzyl, 2-ethoxybenzyl, 3-ethoxybenzyl, 2-bromobenzyl, 3-bromobenzyl, 4- 
bromobenzyl, 3-chlorobenzyl, 4-chlorobenzyl), 3-iodobenzyl, 2-fluorobenzyl, 3- 
fluorobenzyl, 4-fluorobenzyl, 2-trifluoromethylbenzyl, 3-trifluoromethylbenzyl, 4- 
trifluoromethylbenzyl, 4-trifluoromethoxybenzyl, 4-methoxycarbonylbenzyl, 2,3- 
dimethoxybenzyl, 2,4-dichlorobenzyl, 3,4-dichlorobenzyl, 2,4-difluorobenzyl, 2,5- 
difluorobenzyl, 3,4-difluorobenzyl, 3,4,5-trimethoxybenzyl, 2,4,6-trimethoxybenzyl, 4- 
carboxybenzyl, 3-nitrobenzyl, 4-nitrobenzyl, 2,4-dimethoxybenzyl, 3,4-dimethoxybenzyl, 
3,5-dimethoxybenzyl, 3,4-difluorobenzyl, 3,5-di(trifluoromethyl)benzyl, 4- 
(dimethylamino)benzyl, 2-phenylethyl, 2-(4-bromophenyl)ethyl, 2-(3- 
methoxyphenyl)ethyl, 2-(4-methoxyphenyl)ethyl, 2-(3,4-dimethoxyphenyl)ethyl, 2-(2- 
nitro-4,5-dimethoxy-phenyl)ethyl, 3 (4 morpho li ny l ) n propyl, 2 (4 morpholiny l ) e thy l , 2 - 
(4 i m i dazo l y l )othy l , 1-adamantanyl, 1-adamantanyl-methyl, (2,5 d i m e thoxy 2,5 d i hydro 
fur 2 y l )mothy l , 2 pyr i dyl, 3 pyr i dy l , 4 pyr i dy l , 2 pyr i dyl m e thyl, 3 pyridy l mothy l , 4 
pyridy l m e thy l , 2 (3,4 d i mothyl pyr i dyl), 2 (5 bromopyridyl), 2 (4,6 - d i mothyl pyridy l ), 2 
(5 methyl pyridyl), 3 (6 mothoxy pyr i dyl), 6 mothy l th i o 2 pyridy l carbony l , thienyl m e thyl, 
2 th i ony l othy l , A pyrid i nyl, 1-naphthyl, 1-naphthyl-methyl, 1 (3,4- 
mothy l onodioxyphenyl)mothy l , 2 (3,4 mothylonod i oxyphonyl)othyl, 1-phenyl-2-(t- 
butoxycarbonyl)ethyl, -C(0)-C(OCH 3 )(CF 3 )-phenyl, -C(O)0-(2-isopropyl-5-methyl- 
cyclohexyl), 1 (4 e thoxycarbony l p i por i d i ny l ), 2 (3H i m i dazoM y l )ethy l , 2 (1,2,3,4 

H 3 C 

H 3 Q k ^ 

t o trahydro i soquino l iny l ), 2 furyl mothyl, H sC 
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H 3 C 



H 3 C 




, 2S-hydroxy-S-cyclopentyl-methyl, 2S-hydroxy-S- 



cyclohexyl-methyl, 2S-hydroxy-S-cycloheptyl-methyl, 2-phenoxy-ethyl, 2 (2 pyr i dyl) 
othy l , 2 (6 fluoro 2 indolyl)ethyl and 2-phenyl-cyclopropyl; 

altornat i vo l y when R 4 and R 2 aro both bound to tho samo n i trogon atom, R 4 -and 
R 2 aro taken togothor w i th tho n i trogon atom to which thoy aro bound to form a group 
se le ct e d from 1 morpho li ny l , 1 (4 (3 tr i fluoromothy l pheny l ) piporaz i ny l ), 1 (4 
p i porid i ny l p i por i diny l ), 1 (4 pyrro li diny l p i per i d i ny l ), 1 - (4 phenyl p i por i d i nyl), 1 (3 
hydroxy p i por i d i nyl), 1 (4 hydroxy pip e r i d i nyl), 1 (3 hydroxym e thyl piporid i ny l ), 1 (3,5 - 
d i m e thyl p i porid i nyl), 1 (4 dimothy l am i no - pipor i dinyl), 1 (4 (3,4 - 
methylenedioxyph e ny l mothy l ) p i poraziny l ), 1 (3 (diothylam i nocarbonyl) piporid i nyl), 1 
(4 t butoxycarbony l amino p i por i d i ny l ), 1(2,3 d i hydro 1H pyrroly l ), 1 - (^ - [(^1 - 
chlorophony l ) pheny l mothy l ] piporaziny l ), 2 (1,2,3,4 totrahydro i soqu i nol i ny l ), 1 (4 t 
butoxycarbony l p i poraz i ny l ), 2 (1,2,3,4 totrahydro 6,7 d i mothoxy i soquinol i ny l ), A (2,6 - 
d i mothy l morpholinyl), 1 (A b e nzyl piporaz i nyl), 1 pyrro l id i nyl, 1 (2,3, d i hydro 
pyrro li d i ny l ), 1 (3 hydroxy pyrro li dinyl), 1 (3 (S) hydroxy pyrro l id i nyl), 1 pip e r i diny l , 1 (3 
othoxyoarbony l pipor i d i nyl), 1 (A othoxycarbony l p i p e r i dinyl), 1 imidazo l yl, 1 (2 
(phony l am i no mothy l ) N pyrro l id i ny l ), 1 (3 (R) dimothy l am i no pyrrol i d i ny l ), 1 (3 (R) 
hydroxy pyrro li diny l ), 1 (3,4 dihydroxy 2,5 b i o hydrooxymothy l pyrro li diny l ), 1 (3 (R) t - 
butoxycarbonylam i no pyrro l idiny l ), 1 (3 (S) othy l amino pyrrol i d i ny l ), 1 (3 (R) amino 
pyrro l id i ny l ), 1 (3 (S) am i no pyrro l idiny l ), 1 (3 (R) mothylamino pyrro li d i ny l ), 1 (3 (S) 
methy l amino pyrro l id i ny l ), 1 (3 (N mothy l N t butoxycarbony l am i no) pyrro li d i ny l ) or 1 
(2 (3,5 d i chloroph e ny l ) 3 mothyl 5 carboxy 1 ,2,4 triazoly l ); 

R 3 is selected from the group consisting of phenyl and 4-fluorophenyl; 

L 1 is selected from the group consisting of -CH 2 -, -CH(CH 3 )- and -CH 2 CH 2 -; 



v — y is selected from the group consisting of cyc l oocty l , 1-acenaphthenyl, R- 
1-acenaphthenyl, S-1-acenaphthenyl, cyc l ohexyl, phenyl, 1-naphthyl 7 and 2-naphthvl. 
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1 ,2,3,4-tetrahydro-naphthyl, 2 th i onyl, bonzoth i ony l , A, 5,6,7 t e trahydro b e nzothiony l , 
b i cyo l o[3.1.1]hopton 2 yl, b i cyclo[3.1.1]hopty l and (3aS) 2,3,3aA5,6 hoxahydro 1H 
phona l en 1 y l; 

R 5 is selected from the group consisting of chloro, methyl, n-propyl and 
trifluoromethyl; 

R 7 is selected from the group consisting of phenyl and 2-thienyl; 
or a pharmaceutically acceptable salt thereof. 



(Currently Amended) A compound as in Claim 4 wherein 

X is so l octed from tho group consist i ng of -NR 1 RV-SR * and S CH a CH(C0 3 H) 



R 1 is selected from the group consisting of hydrogen, methyl, ethyl, n-propyl, n- 

O 
II 
C 




butyl, t-butyl, dimethylaminoethyl, benzyl, phenylethyl, 



NH : 




O , 3-methyl-phenyl, 2-(3,4-dimethoxyphenyl)-ethyl, 

ethoxycarbonyl-methyl, dimethylamino-ethyl and 2-amino-2-methoxycarbonyl-ethyl; 

R 2 is selected from the group consisting of hydrogen, methyl, methoxy, ethyl, 
ethoxycarbonyl-methyl, 2,2,2-triluoroethyl, ethoxy, dimethylaminoethyl, n-butyl, t-butyl, 
n-propyl, di(n-butyl)amino-n-propyl, 3-phenyl-n-propyl, 3 (2 pyridy l ) n propy l , 
cyclopropyl, phenyl, 4-fluorophenyl, 4-methylphenyl, 2-aminophenyl, 4-(t- 
butoxycarbonylamino-ethyl)-phenyl, 3,4-dimethoxyphenyl, 4-biphenyl, 2-ethoxyphenyl, 
A ((1 pheny l pyrazo l 2 y l ) aminosu l fony l ) pheny l , 4-(aminoethyl)-phenyl, benzyl, 
benzyloxy, 2-methylbenzyl, 3-methyl benzyl, 4-methylbenzyl, 2-methoxybenzyl, 3- 
methoxybenzyl, 4-methoxybenzyl, 2-ethoxybenzyl, 3-ethoxy benzyl, 2-bromobenzyl, 3- 
bromobenzyl, 4-bromobenzyl, 3-chlorobenzyl, 4-chlorobenzyl, 3-iodobenzyl, 2- 
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fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 2-trifluoromethylbenzyl, 3- 
trifluoromethylbenzyl, 4-trifluoromethylbenzyl, 4-trifluoromethoxybenzyl, 4- 
methoxycarbonyl-benzyl, 2,3-dimethoxybenzyl, 2,4-dichlorobenzyl, 3,4-dichlorobenzyl, 
2,4-difluorobenzyl, 2,5-difluorobenzyl, 3,4-difluorobenzyl, 3,4,5-trimethoxybenzyl, 2,4,6- 
trimethoxybenzyl, 4-carboxybenzyl, 3-nitrobenzyl, 4-nitrobenzyl, 2,4-dimethoxybenzyl, 
3,4-dimethoxybenzyl, 3,5-dimethoxybenzyl, 3,4-difluorobenzyl, 3,5-di(trifluoromethyl)- 
benzyl, 2-phenylethyl, 2-(4-bromophenyl)ethyl, 2-(3-methoxyphenyl)ethyl, 2-(4- 
methoxyphenyl)ethyl, 2-(3,4-dimethoxyphenyl)ethyl, 2-(2-nitro-4,5-dimethoxy- 
phenyl)ethyl, 3 (4 morpholinyl) n propy l , 2 (4 morphol i ny l )othy l , 2 (4 i m i dazoly l )othy l , 
adamantanyl, 1-adamantanyl-methyl, 2 (2,5 d i mothoxy 2,5 d i hydro fury l )mothyl, 2 
pyr i dy l , 3 pyridy l , 4 pyridyl, 2 pyr i dy l mothy l , 3 pyr i dyl mothyl, 4 pyr i dyl mothyl, 2 (3,4 
d i mothy l pyridyl), 2 (5 - bromopyr i dy l ), 2 (4,6 d i mothyl pyridyl), 2 (5 mothyl pyr i dyl), 3 (6 
mothoxy pyridyl), thionylmothyl, 2 thiony l othy l , 1-naphthyl, 1-naphthyl-methyl, 1(3,4 
mothylon e d i oxyphonyl)mothyl, 2 (3,4 mothyloned i oxyphonyl)othy l , 2 fury l mothy l , 



cyclohexyl-methyl, 2S-hvdroxv-S-cvcloheptvl-methvl T and 2-phenoxv-ethyl and 2 (6 
fluoro 2 i ndo l y l ) othy l; 

altornativo l y whon R 4 and R 2 aro both bound to tho samo nitrogon atom, R 4 -afld 
R 2 aro takon together w i th tho n i trog e n atom to wh i ch thoy are bound to form a group 
se le otodfrom 1 (4 (3 tr i fluoromethyl ph e ny l ) piporaz i nyl), 1 (4 phony l pipor i diny l ), 1 (4 
piporid i ny l pip e r i d i nyl), 1 (4 (3,4 m e thy le nod i oxyphonyl mothy l ) piporazinyl), 1 (3 
(diothy l aminocarbonyl) piporidiny l ), 1 (4 [(4 ohlorophony l ) phony l mothy l ] pipor i az i ny l ), 
2 (1,2,3,4 totrahydro i ooquino li nyl), 1 (4 t butoxyoarbony l p i poraz i nyl), 2 (1,2,3,4 
totrahydro 6,7 d i mothoxy i soquino l inyl), 4 (2,6 d i mothyl morpholiny l ), 1 (4 bonzyl 
p i p o raz i nyl), 1 - morpho l iny l , 1 pyrrolid i ny l , 1 (2,3 dihydro pyrro l idiny l ), 1 p i por i d i ny l , 1 - 
(3,5 d i m e thyl pip e rid i ny l ), 1 (3 hydroxymothy l piperid i ny l ), 1 (3 othoxycarbony l 



H S Q 



H 3 C 




X 



, 2S-hydroxy-S-cyclopentyl-methyl, 2S-hydroxy-S- 
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■ t 

» 

p i perid i nyl), 1 (4 (othoxycarbony l ) piporidiny l ), 1 i midazo l y l and 1 (2 (phony l am i no 
mothy l ) N pyrro l idinyl); 

L 1 is selected from the group consisting of-CH 2 - and -CH 2 -CH 2 -; 




is selected from the group consisting of cyoloocty l, 1-acenaphthenyl, R- 



1-acenaphthenyl, S-1-acenaphthenyl, oyclohoxyl , phenyl and 1 -naphthvl 
2,3,3a,'1,5,6 hoxahydro 1H phona l on 2 y l; 

p is an integer from 0 to 2; 

R 7 is 2-thienyl; 

or a pharmaceutical^ acceptable salt thereof. 



6. (Currently Amended) A compound as in Claim 5 wherein 

R 1 is selected from the group consisting of hydrogen, methyl, ethyl, n-propyl, n- 
butyl, t-butyl, dimethylaminoethyl, benzyl, phenylethyl, 2-(3,4-dimethoxyphenyl)-ethyl, 

O | 

dimethylamino-ethyl, ethoxycarbonyl-methyl, NH 2 and 



O 




R 2 is selected from the group consisting of hydrogen, methyl, methoxy, ethyl, 
ethoxycarbonyl-methyl, ethoxy, dimethylaminoethyl, n-butyl, n-propyl, di(n-butyl)amino- 
n-propyl, 3-phenyl-n-propyl, 3-(2-pyridyl)-n-propyl, cyclopropyl, phenyl, 4-fluorophenyl, 
4-methylphenyl, 2-aminophenyl, 3,4-dimethoxyphenyl, 4-(t-butoxycarbonylamino-ethyl)- 
phenyl, 4-biphenyl, 2-ethoxyphenyl, A ((1 phenyl pyrazo l 2 y l ) aminosulfony l ) phenyl, 4- 
(aminoethyl)-phenyl, benzyl, benzyloxy, 2-methylbenzyl, 3-methyl benzyl, 4- 
methylbenzyl, 2-methoxybenzyl, 3-methoxybenzyl, 4-methoxy benzyl, 2-ethoxybenzyl, 3- 
ethoxybenzyl, 2-bromobenzyl, 3-bromobenzyl, 4-bromobenzyl, 3-chlorobenzyl, 4- 
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chlorobenzyl, 3-iodobenzyl, 2-fluorobenzyl, 3-fluorobenzyl, 4-fluorobenzyl, 2- 
trifluoromethylbenzyl, 3-trifluoromethylbenzyl, 4-trifluoromethylbenzyl, 4- 
trifluoromethoxybenzyl, 4-methoxycarbonyl-benzyl, 2,3-dimethoxybenzyl, 2,4- 
dichlorobenzyl, 3,4-dichlorobenzyl, 2,4-difluorobenzyl, 2,5-difluorobenzyl, 3,4,5- 
trimethoxybenzyl, 2,4,6-trimethoxybenzyl, 3-nitrobenzyl, 4-nitrobenzyl, 2,4- 
dimethoxybenzyl, 3,4-dimethoxybenzyl, 3,5-dimethoxybenzyl, 3,4-difluorobenzyl, 3,5- 
di(trifluoromethyl)-benzyl, 2-phenylethyl, 2-(4-bromophenyl)ethyl, 2-(3- 
methoxyphenyl)ethyl, 2-(4-methoxyphenyl)ethyl, 2-(3,4-dimethoxyphenyl)ethyl, 2-(2- 
nitro-4,5-dimethoxy-phenyl)ethyl, 3 (4 morpho li ny l ) n propy l , 2 (4 morpho l inyl)othy l , 2 
( 4 imidazo l yl) e thyl, 1-adamantanyl, 1-adamantanyl-methyl, 2 - (2,5 - d i m e thoxy - 2,5 - 
d i hydro fury l )mothy l , 2 pyr i dy l , 3 pyr i dy l , 4 pyridy l , 2 pyridyl methy l , 3 pyridy l methy l , 4 
pyridy l m e thy l , 2 (3,4 d i mothy l pyridy l ), 2 (5 bromopyridy l ), 2 (A, 6 d i mothy l pyridy l ), 2 
(5 methyl pyridyl), 3 (6 mothoxy pyr i dyl), th i ony l mothy l , 2 thiony l othy l , 1-naphthyl, 1- 
naphthyl-methyl, 1 (3,4 mothy l oned i oxyphony l )mothy l , 2 (3,4 

H 3 C y 

H 3 C 




mothy l onod i oxyphony l )ethy l , 2 furyl mothy l , n 3^ n 3^ ~ , 2S- 

hydroxy-S-cyclopentyl-methyl, 2S-hydroxy-S-cyclohexyl-methyl, 2S-hydroxy-S- 
cycloheptyl-methyl and 2-phenoxy-ethyl; 

a l tornativo l y wh e n R 4 and R 2 aro both bound to th e samo nitrogen atom, R 4 -and 
R 2 aro taken together w i th th e n i trogen atom to wh i ch thoy ar e bound to form a group 
se l ected from 1 (4 (3 trifluoromothy l phenyl) p i poraz i ny l ), 1 (4 pheny l p i por i d i ny l ), 1 (4 ■ 
p i p e r i diny l- p i p e rid i nyl), 1 (4 - (3,4 - m e thyl e n e d i oxyph e ny l- m e thy l ) pip e raz i nyl), 1 - (3 - 
(di e thy l am i nocarbony l ) - pip e rid i ny l ), 1 - (4 - [( 4- ch l oroph e ny l ) - ph e ny l m e thy l ] - pip e r i az i ny l ), 
2 (1,2,3,4 totrahydro isoqu i no l inyl), 1 (4 t butoxycarbony l p i p e raziny l ), 2 (1,2,3,4 
tetrahydro 6,7 d i m e thoxy isoqu i nolinyl), 4 (2,6 d i mothy l morpho li nyl), 1 (4 benzy l 
piporaziny l ), 1 (3,5 dimothy l p i per i dinyl), 1 (3 hydroxymothy l piporidinyl), 1 (3 
othoxycarbony l pip e r i d i nyl), 1 (4 (othoxycarbony l ) p i porid i nyl), 1 pipor i d i nyl, 1 
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morpho li nyl, 1 pyrrol i d iny l , 1 i m i dazoly l , 1 (2,3 d i hydro pyrrol i d i ny l ), and 1 (2 
(phony l amino mothy l ) N pyrrol i dinyl); 
p is an integer from 0 to 1 ; 

R 5 is selected from the group consisting of methyl, n-propyl and trifluoromethyl; 
or a pharmaceutically acceptable salt thereof. 

7. (Currently Amended) A compound as in Claim 4 wherein 
R° is -CH 2 -CH(OH)-CH 2 -X; 
Xis-NR 1 R 2 ; 

R 1 is selected from the group consisting of hydrogen, 2-(3,4-dimethoxyphenyl)- 
ethyl, 1-(3,4-dimethoxyphenyl)-n-ethyl and amino-n-propyl; 

R 2 is selected from the group consisting of hydrogen, methyl, n-butyl, 3-hydroxy- 
n-propyl, 3-methoxy-n-propyl, methylamino-n-propyl, dimethylamino-n-propyl, t- 
butoxycarbonylamino-n-propyl, N-methyl-N-t-butoxycarbonyl-amino-n-ethyl, 3- 
nitrobenzyl, 4-methoxycarbonyl-benzyl-_and -CH(CH 3 )-phenyl , A pyr i d i ny l , 1 (A 
othoxycarbonyl p i por i diny l ) and 2 (3H i midazo l A y l ) othyl ; 

a l ternat i vely wh e n R 4 and R 2 aro both bound to tho same n i trogon atom, R^-afte 1 
R 2 aro takon tog e th e r with the n i trogon atom to wh i ch thoy aro bound to form a group 
s ele cted from 2 (1,2,3,4 totrahydro 6,7 d i m e thoxy i soquino l iny l ), 1 (4 [(A oh l orophony l )- 
phony l mothy l ] piporaz i ny l ), 1 pyrrol i d i ny l , 1 (3 hydroxy pyrro li d i nyl), 1 (3 (S) hydroxy . 
pyrro li d i ny l ), 1 (3 (R) hydroxy pyrro li d i ny l ), 1 (A hydroxy pipor i diny l ), 1 (3 (R) 
d i methy l am i no pyrro li d i nyl), 1 (A t butoxycarbonylamino pyrrolid i nyl), 1 (3 (R)~ - t - 
butoxycarbony l amino pyrro l id i ny l ), 1 (3 (R) am i no pyrro li d i ny l ), 1 (3 (S) amino 
pyrro l id i ny l ), 1 (3 (R) - mothy l amino pyrrolid i nyl), 1 (3 (S) mothy l am i no pyrrol i d i nyl), 1 (3 
(S) othylamino pyrro li diny l ), 1 (A d i mothy l amino pyrro l id i ny l ), 1 (3 (N mothy l N t 
butoxycarbony l am i no pyrrol i dinyl) or 1 (2 (3,5 d i ch l orophony l ) 3 mothyl 5 oarboxy 
1,2,4 tr i azolyl); 

R 3 is selected from the group consisting of phenyl and 4-fluorophenyl; 
L 1 is selected from the group consisting of -CH2- and -CH 2 CH 2 -; 
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is selected from the group consisting cycloocty l , 1-naphthyl, 1- 



acenaphthenyl, R-1-acenaphthenyl T and S-1-acenaphthenvl . b i cyclor3.1.1.1hopten 2 y l , 
bicyclo[3.1.1]hopty l and (3aS) 2,3,3aA5,6 hoxahydro 1H phonalon 1 yl.; 

p is an integer from 0 to 1 ; 

R 5 is methyl; 

q is 0; 

or a pharmaceutical^ acceptable salt thereof. 

8. (Currently Amended) A compound as in Claim 7 wherein 

R 1 is selected from the group consisting of hydrogen, 1-(3,4-dimethoxyphenyl)-n- 
ethyl and amino-n-propyl; 

R 2 is selected from the group consisting of hydrogen, methyl, n-butyl, 3-hydroxy- 
n-propyl, 3-methoxy-n-propyl, methylamino-n-propyl, dimethylamino-n-propyl, N-methyl- 
N-t-butoxycarbonyl-amino-n-ethyl, 3-nitrobenzyl, 4-methoxvcarbonvl-benzvl T and - 
CH(CH 3 )-phenyl , A pyrid i ny l and 2 (3H imidazol A yl) e thy l; 

alt o rnat i v o ly whon R 4 and R g aro both bound to tho samo nitrogon atom, R *-and 
R 2 aro takon togeth e r w i th tho nitrog e n atom to wh i ch thoy aro bound to form a group 
so l octod from 2 (1,2,3,4 totrahydro 6,7 dimothoxy isoquinol i nyl), 1 (4 [(4 chlorophonyl) 
phenyl mothyl] piporaz i ny l ), 1 pyrro li dinyl, 1 (3 hydroxy pyrro l idinyl), 1 (3 (R) hydroxy 
pyrro li d i ny l ), 1 (A hydroxy p i perid i ny l ), 1 (3 (R) dimothy l am i no pyrrol i d i ny l ), 1 {A t 
butoxycarbonylam i no pyrrolidiny l ), 1 (3 (R) t butoxycarbony l am i no pyrro l id i ny l ), 1 (3 
(R) am i no pyrrol i diny l ), 1 (3 (S) am i no pyrro l id i ny l ), 1 (3 (R) methy l am i no pyrrolid i ny l ), 
1 (3 (S) mothyamino - pyrrol i diny l ), 1 (3 (S) ethy l am i no pyrrol i diny l ), 1 (A d i mothylamino 
pyrrol i d i nyl), 1 (3 (N mothy l N t butoxycarbonyl amino pyrro li d i ny l ) or 1 (2 (3,5 
dich l oroph o nyl) 3 mothy l 5 carboxy 1,2,4 triazolyl); 



Vs -^ / is selected from the group consisting cyclooctyl, 1-naphthyl, 1- 
acenaphthenyl, R-1-acenaphthenyl T and S-1-acenaphthenyl , b i cyclo[3.1.1.1hopton 2 yl, 
b i cyc l o[3.1.1]hopty l and (3aS) 2,3,3a A5,6 hoxahydro 1H phona le n 1 y l .; 
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or a pharmaceutical^ acceptable salt thereof. 

9. (Currently Amended) A compound as in Claim 1 selected from the group 
consisting of 

8-(R) acenaphthen-1 -yl-3-(3-amino-2-(S)-hydroxy-propyl)-1 -(4-fluoro-phenyl)- 
1,3,8-triaza-spiro[4.5]decan-4-one; 

8-(R) acenaphthen-1 -yl-3-(3-amino-2-(R)-hydroxy-propyl)-1-(4-fluoro-phenyl)> 
1,3,8-triaza-spiro[4.5]decan-4-one; 

8-(R)-Acenaphthen-1-yl-3-(3-dimethylamino-2-(R)-hydroxy-propyl)-1-(4-fluoro- 
phenyl)-1,3,8-triaza-spiro[4.5]decan-4-one; 

3-(3-Amino-2-(R)-hydroxy-propyl)-1-(4-fluoro-phenyl)-8-(8-methyl-naphthalen-1- 
ylmethyl)-1 ,3,8-triaza-spiro[4.5]decan-4-one; 

3-(3-Dimethylamino-2-(R)-hydroxy-propyl)-1-(4-fluoro-phenyl)-8-(8-methyl- 
naphthalen-1 -ylmethyl)-1 ,3,8-triaza-spiro[4.5]decan-4-one; 

8 (R)Ac e naphthon 1 y l 1 (4 fluoro phenyl) 3 [2 (R) hydroxy - 3 (3 hydroxymothy l 
piperid i n 1 yl) propy l ] 1,3,8 triaza sp i ro[4.5]docan A ono ; 

3 (3 Am i no 2 (R) hydroxy propyl) 8 cyc l oocty l 1 (4 fluoro phenyl) 1,3,8 tr i aza 
sp i ro[4 .5]d e can - A - on e ; 

3 (3 Amino 2 (R) hydroxy - propy l ) 1 - {A - fluoro pheny l ) 8 1 (S) (3aS) (2,3,3a/l,5,6 
h e xahydro - 1 H - ph e nal e n - 1 -y l ) - 1 ,3,8 - tr i aza - sp i ro[ 4 .5]d e can - 4 - on e ; 

1-(4-Fluoro-phenyl)-3-[2-(R)-hydroxy-3-(3-hydroxy-propylamino)-propyl]-8-(8- 
methyl-naphthalen-1 -ylmethyl)-1 ,3,8-triaza-spiro[4.5]decan-4-one; 

1-(4-Fluoro-phenyl)-3-[2-(R)-hydroxy-3-(3-methylamino-propylamino)-propyl]-8- 
(8-methyl-naphthalen-1-ylmethyl)-1,3,8-triaza-spiro[4.5]decan-4-one; 

3-[3-(3-Dimethylamino-propylamino)-2-(R)-hydroxy-propyl]-1-(4-fluoro-phenyl)-8- 
(8-methyl-naphthalen-1-ylmethyl)-1,3,8-triaza-spiro[4.5]decan-4-one 

and pharmaceutically acceptable salts thereof. 

1 0. (Currently Amended) A compound of the formula (I) 
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R 3 - 




wherein 



R A OH 
I 

C 
I 



-?^C— C— (CR C R D ) 1 . 3 X 



R° is selected from the group consisting of R R and 
OH R A 

-§-(CR c R D ) 1 . 3 — C-C-X 
R A R B ; 

each R A and R B is independently selected from the group consisting of hydrogen 
and Ci^alkyl; 

each R c and R D is independently selected from the group consisting of hydrogen, 
hydroxy, carboxy, C^alkyl, C^alkoxy, nitro, cyano, N(R E ) 2 , aryl, arCi^alkyl, heteroaryl 
or heterocycloalkyl; wherein the aryl, arCi^alkyl, heteroaryl or heterocycloalkyl 
substituent is optionally substituted with one or more substituents independently 
selected from hydroxy, carboxy, Ci^alkyl, Ci.4alkoxy, nitro, cyano or N(R E ) 2 ; 

each R E is independently selected from the group consisting of hydrogen and C-i- 

4 alkyl; 

X is so l octod from tho group cons i st i ng of -NR 1 R 2 , C(O) NR 4 R a r-NR * C(O) R 2 — 
OR 4 r-SR*r-SQR 4 r-SQgR 4 , S (C^a l ky l ) NR 4 R 2 , S - (C^alkyl) C(0)0 C(CH 3 ) 3, - SO (C 4- 
4 a l kyl) NR 4 R 2 and S0 2 -(€4-4 a l ky l ) NR 4 R 2 ; whoroin th e a l ky l portion of tho S (C^a l ky l ) 
NR 4 R 2 , SO (C ^ a l ky l ) NR 4 R 2 or S0 2 (C ^ alky l ) NR 4 R 2 group i s optiona ll y subst i tuted 
with one or moro subst i tuonts i ndopondent l y s e lected from carboxy, hydroxy, 
hydroxyC ^ alky l , C ^ a l ky l , C^ al koxycarbony l or CONR 4 R 2 ; 



each R 1 and R 2 is independently selected from the group consisting of hydrogen, 
Ci. 8 alkyl, Ci. 8 alkoxy, cycloalkyl, cycloalkyl-Ci^alkyl, partially unsaturated carbocylyl, 
aryl, arCi^alkyl, arCi^alkoxy, hotoroaryl, hotoroaryl Cha l ky!, hotorocycloa l ky l , 
hotorocyc l oalky l C ^alkylr -C(0)-Ci. 6 alkyl, -C(0)-aryl T _and -C(0)-arCi^alkyl, -G{©)- 
hot e roary l and C(O) hotorocycloalkyl ; wherein the Ci. 8 alkyl, cycloalkyl, partially 
unsaturated carbocyclyl, aryl 7 _or arCi. 8 alkyl , hotoroaryl or hotorocyc l oalkyl group, 
whether alone or part of a substituent group, is optionally substituted with one or more 
substituents independently selected from halogen, hydroxy, carboxy, Ci^alkyl, Ci- 
4 alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano, -C(0)-Ci-4alkyl, Ci. 
4 alkoxycarbonyl, N(R E ) 2 , N(R E ) 2 -Ci^alkyl, N(R E )-C(0)C(CH 3 ) 3 , aryl, aryloxy, cycloalkyl, 
heteroaryl, aryl substituted heteroarylaminosulfonyl or Ci-6alkylthio; 

altornat i v ol y whon R 4 -aftd-R 2 aro both bound to tho samo nitrogen atom, R 4 -and-R 2 
aro takon tog e th e r with tho n i trog e n atom to wh i ch th e y aro bound to form a hotoroary l or 
hotorocyc l oalky l group; whorein tho hotoroaryl or hotorocyc l oa l kyl group i s optiona ll y 
substitut e d w i th ono or moro substituonts indopondont l y so l octod from ha l og e n, hydroxy, 
carboxy, C^ aJkyVG^ a l koxy, C^a l koxycarbony l , trifluoromothy l , trifluoromothoxy, n i tro, 
cyano, N(R%, aryl, arC ^ alky l , hotoroaryl, h o t o rocyc l oalkyl, d i (C 4- 6)alky l amino carbony l , t 
butoxycarbony l or arylam i no - C^a l ky l ; wh e r e in th e ary l , arC^a l ky l , h e t e roary l or 
hotorocyc l oa l ky l substituont i s opt i ona ll y furth e r subst i tuted w i th ono or more substituonts 
i nd e p e nd e nt l y so l octod from halogon, hydroxy, carboxy, C^alkyl, C^ aJkoxyr 
tr i f l uorom e thy l , trifluoromothoxy, n i tro, cyano, M(R% or subst i tut e d phenyl; wh e r e in th e 
substituonts on tho phony l aro ono or moro indopondontly soloctod from haiogon, hydroxy, 
carboxy, C^ aJkytr&M a l koxy, trifluoromothy l , tr i fluoromothoxy, n i tro, cyano or N(R 6 )2f 

R 3 is so l octod from tho group cons i sting of aiyh-afG ^alky l and hotoroary l; 
wherein the arylr^fGA- ea l ky l or hotoroaryl group is optionally substituted with one or 
more substituents independently selected from halogen, hydroxy, carboxy, Ci^alkyl, Ci- 
4alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano or N(R E ) 2 ; 

n is an integer from 0 to 2; 

R 4 is selected from the group consisting of hydroxy, Ci^alkyl and hydroxy 
substituted C^alkyl; 
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m is an integer from 0 to 1 ; 

L 1 is selected from the group consisting of d-ealkyl and C 3 . 6 alkenyl; wherein the 
double bond of the C 3 . 6 alkenyl group is at least one carbon atom removed from the 
attachment point to the N atom; and wherein the Chalky! or C 3 . 6 alkenyl group is 
optionally substituted with one to two substituents independently selected from hydroxy, 
fluoro, d-ealkyl, fluorinated d. 6 alkyl or Ci. 6 alkoxy; 

f s ~ c\ 

is selected from the group consisting of cyc l oa l kyl, part i al l y unsaturat e d 
c a rbocvc l v l . arv l . heteroarvl and h o toroovclo a lkvl phenyl, naphthyl and acenaphthyl ; 
p is an integer from 0 to 5; 

R 5 is selected from the group consisting of hydroxy, carboxy, halogen, Ci. 6 alkyl, 
Ci. 6 alkoxy, nitro, cyano, NR 1 R 2 , trifluoromethyl, trifluoromethoxy, Ci^alkoxycarbonyl, - 
SO-NR 1 R 2 , -S0 2 -NR 1 R 2 and -C(0)-NR 1 R 2 ; 

q is an integer from 0 to 1 ; 

R 6 is selected from the group consisting of -(L 2 )o-rR 7 ; 

L 2 is selected from the group consisting of -Ci. 6 alkyl-, -C 2 -4alkenyl-, -C 2 -6alkynyl-, 
-O-, -S-, -NH-, -N(C^alkyl)-, -d- 6 alkyl-0-, -d- 6 alkyl-S-, -0-d- 6 alkyl-, -S-d- 6 alkyl-, -O- 
C 2 ^alkyl-0-, -S-C 2 . 6 alkyl-S-, -S0 2 -, -S0 2 NH-, -S0 2 N(d^alkyl)-, -NH-S0 2 -, -N(C^alkyl)- 
S0 2 -, -C(0)-0- and -O-C(O)-; 

R 7 is selected from the group consisting of aryl, partially unsaturated carbocyclyl, 
cycloalkyl, heteroaryl and heterocycloalkyl; wherein the aryl, partially unsaturated 
carbocyclyl, cycloalkyl, heteroaryl or heterocycloalkyl group is optionally substituted with 
one or more substituents independently selected from hydroxy, carboxy, halogen, d- 
6 alkyl, d-ealkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy, d- 
4 alkoxycarbonyl, -S0 2 -N(R E ) 2 and -C(0)-N(R E ) 2 ; 

or a pharmaceutical^ acceptable salt thereof. 

1 1 . (Original) A pharmaceutical composition comprising a pharmaceutical^ acceptable 
carrier and a compound of Claim 1 . 
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12. (Original) A pharmaceutical composition made by mixing a compound of Claim 1 
and a pharmaceutical^ acceptable carrier. 

1 3. (Original) A process for making a pharmaceutical composition comprising mixing a 
compound of Claim 1 and a pharmaceutically acceptable carrier. 

14. (Withdrawn) A method of treating a disorder mediated by the ORL-1 receptor, in a 
subject in need thereof comprising administering to the subject a therapeutically effective 
amount of the compound of Claim 1 . 

1 5. (Withdrawn) The method of Claim 1 4, wherein the disorder mediated by the ORL-1 
receptor is selected from the group consisting of anxiety, depression, panic, mania, 
dementia, bipolar disorder, substance abuse, neuropathic pain, acute pain, chronic pain, 
migraine, asthma, cough, psychosis, schizophrenia, epilepsy, hypertension, obesity, 
eating disorders, cravings, diabetes, cardiac arrhythmia, irritable bowel syndrome, Crohn's 
disease, urinary incontinence, adrenal disorders, attention deficit disorder (ADD), attention 
deficit hyperactivity disorder (ADHD), Alzheimer's disease, improved cognition, improved 
memory and mood stabilization. 

1 6. (Withdrawn) A method of treating a disorder mediated by the ORL-1 receptor, in a 
subject in need thereof comprising administering to the subject a therapeutically effective 
amount of the composition of Claim 1 1 . 

1 7. (Withdrawn) A method of treating a condition selected from the group consisting of 
anxiety, depression, panic, mania, dementia, bipolar disorder, substance abuse, 
neuropathic pain, acute pain, chronic pain, migraine, asthma, cough, psychosis, 
schizophrenia, epilepsy, hypertension, obesity, eating disorders, cravings, diabetes, 
cardiac arrhythmia, irritable bowel syndrome, Crohn's disease, urinary incontinence, 
adrenal disorders, attention deficit disorder (ADD), attention deficit hyperactivity disorder 
(ADHD), Alzheimer's disease, improved cognition, improved memory and mood 
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stabilization, in a subject in need thereof comprising administering to the subject a 
therapeutically effective amount of the compound of Claim 1 . 

18. (Withdrawn) A method of treating a condition selected from the group consisting of 
anxiety, depression, panic, mania, dementia, bipolar disorder, substance abuse, 
neuropathic pain, acute pain, chronic pain, migraine, asthma, cough, psychosis, 
schizophrenia, epilepsy, hypertension, obesity, eating disorders, cravings, diabetes, 
cardiac arrhythmia, irritable bowel syndrome, Crohn's disease, urinary incontinence, 
adrenal disorders, attention deficit disorder (ADD), attention deficit hyperactivity disorder 
(ADHD), Alzheimer's disease, improved cognition, improved memory and mood 
stabilization, in a subject in need thereof comprising administering to the subject a 
therapeutically effective amount of the composition of Claim 7. 

19. (Withdrawn) The use of a compound as in Claim 1 for the preparation of a 
medicament for the treatment of (a) anxiety, (b) depression, (c) panic, (d) mania, (e) 
dementia, (f) bipolar disorder, (g) substance abuse, (h) neuropathic pain, (i) acute pain, (j) 
chronic pain, (k) migraine, (I) asthma, (m) cough, (n) psychosis, (o) schizophrenia, (p) 
epilepsy, (q) hypertension, (r) obesity, (s) eating disorders, (t) cravings, (u) diabetes, (v) 
cardiac arrhythmia, (w) irritable bowel syndrome, (x) Crohn's disease, (y) urinary 
incontinence, (z) adrenal disorders, (aa) attention deficit disorder (ADD), (bb) attention 
deficit hyperactivity disorder (ADHD), (cc) Alzheimer's disease, for (dd) improved 
cognition, (ee) improved memory or (ff) mood stabilization, in a subject in need thereof. ■ * 

20. (Withdrawn) A compound of the formula (E) 
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(E) 



Y 



wherein 



R 3 is selected from the group consisting of aryl, arCi- 6 alkyl and heteroaryl; 
wherein the aryl, arCi. 6 alkyl or heteroaryl group is optionally substituted with one or 
more substituents independently selected from halogen, hydroxy, carboxy, Chalky!, Ci_ 
4 alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano or N(R E ) 2 ; 

each R E is independently selected from hydrogen or Ci^alkyl; 

n is an integer from 0 to 2; 

R 4 is selected from the group consisting of hydroxy, Chalky! and hydroxy 
substituted Ci_ 4 alkyl; 

Y is selected from the group consisting of hydrogen, Ci^alkyl, t-butoxycarbonyl 



m is an integer from 0 to 1 ; 

L 1 is selected from the group consisting of Ci_ 6 alkyl and C 3 -6alkenyl; wherein the 
double bond of the C 3 . 6 alkenyl group is at least one carbon atom removed from the 
attachment point to the N atom; and wherein the Ci_ 6 alkyl or C 3 -6alkenyl group is 
optionally substituted with one to two substituents independently selected from hydroxy, 
fluoro, Ci. 6 alkyl, fluorinated d- 6 alkyl or Ci- 6 alkoxy; 



is selected from the group consisting of cycloalkyl, partially unsaturated 
carbocyclyl, aryl, heteroaryl and heterocycloalkyl; 
p is an integer from 0 to 5; 





R 5 is selected from the group consisting of hydroxy, carboxy, halogen, Ci. 6 alkyl, 
hydroxy substituted d- 6 alkyl, Ci. 6 alkoxy, nitro, cyano, NR 1 R 2 , trifluoromethyl, 
trifluoromethoxy, C^alkoxycarbonyl, -SO-NR 1 R 2 , -S0 2 -NR 1 R 2 and -C(0)-NR 1 R 2 ; 

q is an integer from 0 to 1 ; 

R 6 is selected from the group consisting of -(L 2 ) 0 -rR 7 ; 

L 2 is selected from the group consisting of -Ci. 6 alkyl-, -C^alkenyl-, -C 2 . 6 alkynyl-, 
-0-, -S-, -NH-, -N(C M alkyl)-, -d-ealkyl-O-, -Ci. 6 alkyl-S-, -0-Ci. 6 alkyl-, -S-Ci. 6 alkyl-, -O- 
C 2 - 6 alkyl-0-, -S-C 2 . 6 alkyl-S-, -S0 2 -, -S0 2 NH-, -S0 2 N(C^alkyl)-, -NH-S0 2 -, -N(C M alkyl)- 
S0 2 -, -C(0)-0- and -O-C(O)-; 

R 7 is selected from the group consisting of aryl, partially unsaturated carbocyclyl, 
cycloalkyl, heteroaryl and heterocycloalkyl; wherein the aryl, partially unsaturated 
carbocyclyl, cycloalkyl, heteroaryl or heterocycloalkyl group is optionally substituted with 
one or more substituents independently selected from hydroxy, carboxy, halogen, Ci. 
6 alkyl, Ci. 6 alkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy, d. 
4 alkoxycarbonyl, -S0 2 -N(R E ) 2 and -C(0)-N(R E ) 2 ; 



R 3 is selected from the group consisting of aryl, arC-i-6alkyl and heteroaryl; 
wherein the aryl, arCi. 6 alkyl or heteroaryl group is optionally substituted with one or 
more substituents independently selected from halogen, hydroxy, carboxy, Ci^alkyl, Ci. 
4 alkoxy, trifluoromethyl, trifluoromethoxy, nitro, cyano or N(R E ) 2 ; 



or a pharmaceutically acceptable salt thereof. 



21 . (Withdrawn) A compound of the formula (E) 




wherein 



each R E is independently selected from hydrogen or C^alkyl; 
n is an integer from 0 to 2; 

R 4 is selected from the group consisting of hydroxy, C^alkyl and hydroxy 
substituted Ci^alkyl; 

Y is selected from the group consisting of hydrogen, d^alkyl, t-butoxycarbonyl 

.5/1 1\ 1 1 M 

> (L )m U x J] 

and ^^(R)q. 

m is an integer from 0 to 1 ; 

L 1 is selected from the group consisting of Ci-ealkyI and C 3 -6alkenyl; wherein the 
double bond of the C3.6alkenyl group is at least one carbon atom removed from the 
attachment point to the N atom; and wherein the Ci- 6 alkyl or C3-6alkenyl group is 
optionally substituted with one to two substituents independently selected from hydroxy, 
fluoro, Ci-6alkyl, fluorinated Ci. 6 alkyl or d. 6 alkoxy; 

( ~ 

is selected from the group consisting of cycloalkyl, partially unsaturated 
carbocyclyl, aryl, heteroaryl and heterocycloalkyl; 
p is an integer from 0 to 5; 

R 5 is selected from the group consisting of hydroxy, carboxy, halogen, Chalky!, 
Ci. 6 alkoxy, nitro, cyano, NR 1 R 2 , trifluoromethyl, trifluoromethoxy, Ci^alkoxycarbonyl, - 
SO-NR 1 R 2 , -S0 2 -NR 1 R 2 and -C(0)-NR 1 R 2 ; 

q is an integer from 0 to 1; 

R 6 is selected from the group consisting of -(L 2 ) 0 -i-R 7 ; 

L 2 is selected from the group consisting of -Ci. 6 alkyl-, -C 2 -4alkenyl-, -C 2 -6alkynyl-, 
-0-, -S-, -NH-, -N(C^alkyl)-, -Ci. 6 alkyl-0-, -d-ealkyl-S-, -0-Ci. 6 alkyl-, -S-Ci. 6 alkyl-, -O- 
C 2 -6alkyl-0-, -S-C 2 . 6 alkyl-S-, -S0 2 -, -S0 2 NH-, -S0 2 N(C^alkyl)-, -NH-S0 2 -, -N(Ci^alkyl)- 
S0 2 -, -C(0)-0- and -O-C(O)-; 

R 7 is selected from the group consisting of aryl, partially unsaturated carbocyclyl, 
cycloalkyl, heteroaryl and heterocycloalkyl; wherein the aryl, partially unsaturated 
carbocyclyl, cycloalkyl, heteroaryl or heterocycloalkyl group is optionally substituted with 



one or more substituents independently selected from hydroxy, carboxy, halogen, Ci. 
6 alkyl, Ci. 6 alkoxy, nitro, cyano, N(R E ) 2 , trifluoromethyl, trifluoromethoxy, Ci. 
4 alkoxycarbonyl, -S0 2 -N(R E ) 2 and -C(0)-N(R E ) 2 ; 

or a pharmaceutical^ acceptable salt thereof. 
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